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DETAILED ACTION 



1 . Claims 1-38 and 40-51 are pending. 



2. Applicant's election without traverse of Group I (claims 1-43 and 46, now claims 1-38, 
40-43, and 46) in the reply filed on 24 October 2005 is acknowledged. 

3. Claims 44, 45, 47-51 are withdrawn from further consideration by the Examiner, 37 
C.F.R. § 1.142(b) as being drawn to a nonelected invention. 

4. Applicant has further elected the species of antibody identified in the application as 
"299v2" which comprises the heavy chain amino acid sequence shown in SEQ ID NO: 74 and 
the light chain amino acid sequence shown in SEQ ID NO: 72. Upon reconsideration, Examiner 
has extended the search to cover the following species, SEQ ID NO: 48, 50, 52, 54, 56, and 70. 

5. Claims 1-38, 40-43, and 46 read on the elected species. 

6. This application contains sequence disclosures that are encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). 
However, this application fails to comply with the requirements of 37 CFR 1.821 through 1.825 
for the reason(s) set forth herein. The amino acid sequences recited in Claims 1-3, 6-8, 10-15, 
23-25, 27-29, and 31-36 need to comply with the sequence rules. 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

8. Claims 16, 17, 37 and 38 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 



9. In Claims 16, 17, 37 and 38, the use of "VH3-33", "AK0VK1", "VH3-53", and "L2VK3", 
respectively, renders the claims indefinite because "VH3-33", "AK0VK1", "VH3-53", and 
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"L2VK3", are laboratory designations which do not clearly define the claimed products, since 
different laboratories may use the same laboratory designation to define completely distinct 
biological materials. 

10. Claims 16, 17, 37 and 38 are vague and indefinite in the recitation of "a human 
monoclonal antibody" that comprises a "gene". It is unclear how a monoclonal antibody, which 
is a protein, comprises a gene, which is a nucleic acid. 

1 1 . The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact temis as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

12. Claims 1-38, 40-43, and 46 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for a human monoclonal antibody that specifically binds 
to Tumor Necrosis Factor-alpha and comprises a heavy chain (SEQ ID NO: 74) and containing 
CDR1 (amino acids 31-35 of SEQ ID NO: 74), CDR2 (amino acids 50-66 of SEQ ID NO: 74), 
and CDR3 (amino acids 99-1 14 of SEQ ID NO: 74); and a light chain (SEQ ID NO: 72) 
containing CDR1 (amino acids 24-34 of SEQ ID NO: 72), CDR2 (amino acids 50-56 of SEQ ID 
NO: 72), and CDR3 (amino acids 89-97 of SEQ ID NO: 72) and a composition for said antibody 
does not reasonably provide enablement for a human monoclonal antibody that specifically 
binds to Tumor Necrosis Factor-alpha which comprises less than 6 CDR's (Claims 1-38, and 
40-43 and 46); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha and comprises VH3-33 heavy chain gene, or conservative variant thereof (Claim 16); a 
human monoclonal antibody comprising a VH3-33 heavy chain gene and comprising an 
A30VK1 light chain gene (Claim 17); a human monoclonal antibody that specifically binds to 
Tumor Necrosis Factor-alpha and comprises VH3-53 heavy chain gene, or conservative variant 
thereof (Claim 37); a human monoclonal antibody comprising a VH3-53 heavy chain gene and 
comprising a L2VK3 light chain gene (Claim 38); a human monoclonal antibody that specifically 
binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 corresponding to 
canonical class 1 (Claim 18); a human monoclonal antibody that specifically binds to Tumor 
Necrosis Factor-alpha comprises a heavy chain CDR1 corresponding to canonical class 1 and a 
heavy chain CDR2 corresponding to canonical class 3 (Claim 19); a human monoclonal 
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antibody that specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1, a heavy chain CDR2 corresponding to canonical class 3, 
and a light chain CDR1 corresponding to canonical class 2 (Claim 20); a human monoclonal 
antibody that specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1 , a heavy chain CDR2 corresponding to canonical class 3, a 
light chain CDR1 corresponding to canonical class 2, and a light chain CDR2 corresponding to 
canonical class 1 (Claim 21); a human monoclonal antibody that specifically binds to Tumor 
Necrosis Factor-alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a 
heavy chain CDR2 corresponding to canonical class 3, a light chain CDR1 corresponding to 
canonical class 2, a light chain CDR2 corresponding to canonical class 1, and a light chain 
CDR3 corresponding to canonical class 1 (Claim 22); a human monoclonal antibody that 
specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1 and a heavy chain CDR2 corresponding to canonical class 1 
(Claim 40); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a heavy chain CDR2 
corresponding to canonical class 1, and a light chain CDR1 corresponding to canonical class 2 
(Claim 41); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a heavy chain CDR2 
corresponding to canonical class 1, a light chain CDR1 corresponding to canonical class 2, and 
a light chain CDR2 corresponding to canonical class 1 (Claim 42); a human monoclonal 
antibody that specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1 , a heavy chain CDR2 corresponding to canonical class 1 , a 
light chain CDR1 corresponding to canonical class 2, a light chain CDR2 corresponding to 
canonical class 1, and a light chain CDR3 corresponding to canonical class 3 (Claim 43); or a 
composition comprising a human monoclonal antibody, or functional fragment thereof, that 
specifically binds to Tumor Necrosis Factor-alpha which comprises less than 6 CDR's (Claim 
46). The specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention commensurate in scope 
with these claims. 

13. Factors to be considered in determining whether undue experimentation is required to 
practice the claimed invention are summarized In re Wands (858 F2d 731 , 737, 8 USPQ2d 
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1400, 1404 (Fed. Cir. 1988)). The factors most relevant to this rejection are the amount of 
direction or guidance provided, the lack of sufficient working examples, and the amount of 
experimentation required to enable one skilled in the art to practice the invention. 

14. It is well established in the art that the formation of an intact antigen-binding site 
generally requires the association of the complete heavy and light chain variable regions of a 
given antibody, each of which consists of three CDRs which provide the majority of the contact 
residues for the binding of the antibody to its target epitope. The amino acid sequences and 
conformations of each of the heavy and light chain CDRs are critical in maintaining the antigen 
binding specificity and affinity which is characteristic of the parent immunoglobulin. Janeway et 
al. teach that all of the heavy and light chain CDRs in their proper order and in the context of 
framework sequences which maintain their required conformation, are required in order to 
produce a protein having antigen-binding function and that proper association of heavy and light 
chain variable regions is required in order to form functional antigen binding sites. Furthermore, 
the specification provides no guidance for making an antibody exhibits binding to Tumor 
Necrosis Factor-alpha other than the human monoclonal Tumor Necrosis Factor-alpha 
comprising a heavy chain (SEQ ID NO: 74) and containing CDR1 (amino acids 31-35 of SEQ ID 
NO: 74), CDR2 (amino acids 50-66 of SEQ ID NO: 74), and CDR3 (amino acids 99-1 14 of SEQ 
ID NO: 74); and a light chain (SEQ ID NO: 72) containing CDR1 (amino acids 24-34 of SEQ ID 
NO: 72), CDR2 (amino acids 50-56 of SEQ ID NO: 72), and CDR3 (amino acids 89-97 of SEQ 
ID NO: 72). Therefore, the lack of guidance provided, the lack of sufficient working examples, 
and the amount of experimentation required does not enable one skilled in the art to make and 
use a Tumor Necrosis Factor-alpha antibody, as recited in the instant claims. 

15. Claims 16 and 37 recite a "conservative variant thereof. The specification does not 
disclose ALL the possible variants. Rudikoff teaches that even minor changes in the amino acid 
sequences of the heavy and light variable regions, particularly in the CDRs, may dramatically 
affect the antigen-binding function. In addition, Rudikoff teaches that an alteration of a single 
amino acid in the CDR resulted in the loss of antigen-binding function. Furthermore, an 
antibody requires the association of the complete heavy and light chain variable regions of a 
given antibody, as discussed supra. Therefore, the lack of guidance provided and the amount 
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of experimentation required does not enable one skilled in the art to make ANY "conservative 
variant thereof, as recited in the instant claims. 

16. The terms "comprises" and "comprising" in Claims 16, 17, 37 and 38 are open-ended 
and expand the nucleic acid sequence to include additional non-disclosed nucleic acids outside 
the given sequence. The specification fails to define the nucleic acid sequences outside the 
given sequence, the lack of sufficient limitations would therefore allow for ANY nucleic acid 
sequences outside the given sequence. Given that an antibody requires the association of the 
complete heavy and light chain variable regions, as discussed supra, the function of the 
resulting protein would be unpredictable and would not produce a human monoclonal antibody 
that specifically binds to Tumor Necrosis Factor-alpha. Therefore, the lack of guidance provided 
and the amount of experimentation required does not enable one skilled in the art to make and 
use a Tumor Necrosis Factor-alpha antibody, as recited in the instant claims. 

17. Claims 18-22 and 40-43 recite a "canonical class". MacCallum et al. teach that the non- 
contacting residues within the CDRs coincide with the canonical backbone conformations. The 
side-chains of the canonical key residues pack internally and make few antigen contacts (see 
page 735, column 1, paragraph 1, in particular). Furthermore, Vargas-Madrazo et al. teach that 
the majority of antibody seqeuences correspond to only ten canonical structure classes (see 
page 499, Table 1; and page 500, column 2, lines 1-9, in particular). Therefore, defining an 
antibody by only the canonical class of one of the complementarity determining regions (CDR) 
does not provide sufficient enabling disclosure on how to make a human monoclonal antibody 
that specifically binds to Tumor Necrosis Factor-alpha. Furthermore, an antibody requires the 
association of the complete heavy and light chain variable regions of a given antibody, as 
discussed supra. Claims 18-22 and 40-43 do not recite complete heavy and light chain variable 
regions of a given antibody. Therefore, the lack of guidance provided, the lack of sufficient 
working examples, and the amount of experimentation required does not enable one skilled in 
the art to make and use a Tumor Necrosis Factor-alpha antibody, as recited in the instant 
claims. 

18. Claim 46 recites a "functional fragment thereof. The specification does not disclose the 
definition of a "functional fragment thereof. The broad term "functional fragment thereof 
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encompasses ANY functional fragment of the antibody. It is well established in the art that the 
Fc fragment of an antibody is a functional fragment (activation of complement) but cannot bind 
an antigen (see Benjamini et al.). Therefore, the use of ANY functional fragment of a human 
monoclonal antibody that specifically binds to Tumor Necrosis Factor-alpha is unpredictable. 
Furthermore, an antibody requires the association of the complete heavy and light chain 
variable regions of a given antibody, as discussed supra. Claim 46 does not recite complete 
heavy and light chain variable regions of a given antibody, each of which consists of three 
CDRs which provide the majority of the contact residues for the binding of the antibody to its 
target epitope. Therefore, the lack of guidance provided, the lack of sufficient working 
examples, and the amount of experimentation required does not enable one skilled in the art to 
use a Tumor Necrosis Factor-alpha antibody "functional fragment thereof, as recited in the 
instant claims. 

19. Reasonable correlation must exist between the scope of the claims and scope of 
enablement set forth. In view of the quantity of experimentation necessary, the lack of working 
examples, the nature of the invention, the state of the prior art, the unpredictability of the art and 
the breadth of the claims, it would take undue trials and errors to practice the claimed invention. 

20. Claims 1-38, 40-43, and 46 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 



21 . Applicant is in possession of a human monoclonal antibody that specifically binds to 
Tumor Necrosis Factor-alpha and comprises a heavy chain (SEQ ID NO: 74) and containing 
CDR1 (amino acids 31-35 of SEQ ID NO: 74), CDR2 (amino acids 50-66 of SEQ ID NO: 74), 
and CDR3 (amino acids 99-1 14 of SEQ ID NO: 74); and a light chain (SEQ ID NO: 72) 
containing CDR1 (amino acids 24-34 of SEQ ID NO: 72), CDR2 (amino acids 50-56 of SEQ ID 
NO: 72), and CDR3 (amino acids 89-97 of SEQ ID NO: 72) and a composition for said antibody. 



22. Applicant is not in possession of a human monoclonal antibody that specifically binds to 
Tumor Necrosis Factor-alpha which comprises less than 6 CDR's (Claims 1-38, and 40-43 and 
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46); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor-alpha and 
comprises VH3-33 heavy chain gene, or conservative variant thereof (Claim 16); a human 
monoclonal antibody comprising a VH3-33 heavy chain gene and comprising an A30VK1 light 
chain gene (Claim 17); a human monoclonal antibody that specifically binds to Tumor Necrosis 
Factor-alpha and comprises VH3-53 heavy chain gene, or conservative variant thereof (Claim 
37); a human monoclonal antibody comprising a VH3-53 heavy chain gene and comprising a 
L2VK3 light chain gene (Claim 38); a human monoclonal antibody that specifically binds to 
Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 corresponding to canonical class 
1 (Claim 18); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha comprises a heavy chain CDR1 corresponding to canonical class 1 and a heavy chain 
CDR2 corresponding to canonical class 3 (Claim 19); a human monoclonal antibody that 
specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1 , a heavy chain CDR2 corresponding to canonical class 3, 
and a light chain CDR1 corresponding to canonical class 2 (Claim 20); a human monoclonal 
antibody that specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1, a heavy chain CDR2 corresponding to canonical class 3, a 
light chain CDR1 corresponding to canonical class 2, and a light chain CDR2 corresponding to 
canonical class 1 (Claim 21); a human monoclonal antibody that specifically binds to Tumor 
Necrosis Factor-alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a 
heavy chain CDR2 corresponding to canonical class 3, a light chain CDR1 corresponding to 
canonical class 2, a light chain CDR2 corresponding to canonical class 1, and a light chain 
CDR3 corresponding to canonical class 1 (Claim 22); a human monoclonal antibody that 
specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
corresponding to canonical class 1 and a heavy chain CDR2 corresponding to canonical class 1 
(Claim 40); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a heavy chain CDR2 
corresponding to canonical class 1, and a light chain CDR1 corresponding to canonical class 2 
(Claim 41); a human monoclonal antibody that specifically binds to Tumor Necrosis Factor- 
alpha comprises a heavy chain CDR1 corresponding to canonical class 1, a heavy chain CDR2 
corresponding to canonical class 1, a light chain CDR1 corresponding to canonical class 2, and 
a light chain CDR2 corresponding to canonical class 1 (Claim 42); a human monoclonal 
antibody that specifically binds to Tumor Necrosis Factor-alpha comprises a heavy chain CDR1 
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corresponding to canonical class 1 , a heavy chain CDR2 corresponding to canonical class 1 , a 
light chain CDR1 corresponding to canonical class 2, a light chain CDR2 corresponding to 
canonical class 1, and a light chain CDR3 corresponding to canonical class 3 (Claim 43); or a 
composition comprising a human monoclonal antibody, or functional fragment thereof, that 
specifically binds to Tumor Necrosis Factor-alpha which comprises less than 6 CDR's (Claim 
46). 

23. There is insufficient written description of an antibody that specifically binds to Tumor 
Necrosis Factor-alpha and comprises less than 6 specific known CDR sequences or heavy 
chain (V H Domain) and a light chain (V L Domain). The specification does not describe sufficient 
structural and functional characteristics of an antibody that specifically binds to Tumor Necrosis 
Factor-alpha, other than the antibody that comprises a heavy chain (SEQ ID NO: 74) and 
containing CDR1 (amino acids 31-35 of SEQ ID NO: 74), CDR2 (amino acids 50-66 of SEQ ID 
NO: 74), and CDR3 (amino acids 99-1 14 of SEQ ID NO: 74); and a light chain (SEQ ID NO: 72) 
containing CDR1 (amino acids 24-34 of SEQ ID NO: 72), CDR2 (amino acids 50-56 of SEQ ID 
NO: 72), and CDR3 (amino acids 89-97 of SEQ ID NO: 72). Therefore the skilled artisan cannot 
envision all the contemplated antibodies that bind to specifically to Tumor Necrosis Factor- 
alpha, as recited in the instant claims. 

24. There is insufficient written description of a "conservative variant thereof, "a canonical 
class", and a "functional fragment thereof (Claims 16, 18-22, 37, 40-43, and 46). The 
specification does not describe sufficient structural and functional characteristics of an antibody 
that specifically binds to Tumor Necrosis Factor-alpha, comprises less than 6 specific known 
CDR sequences or heavy chain (V H Domain) and a light chain (V L Domain) and is a 
"conservative variant thereof, "a canonical class", or a "functional fragment thereof." Therefore 
the skilled artisan cannot envision all the contemplated antibodies that bind to specifically to 
Tumor Necrosis Factor-alpha, as recited in the instant claims. 

25. There is insufficient written description of a human monoclonal antibody that specifically 
binds to TNF-alpha and "comprises" VH3-33 heavy chain (Claim 16), A30VK1 light chain (Claim 
17), VH3-53 heavy chain (Claim 37), or L2VK3 light chain (Claim 38). The specification does 
not describe sufficient structural and functional characteristics of an antibody that specifically 
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binds to Tumor Necrosis Factor-alpha and comprises less than 6 specific known CDR 
sequences or heavy chain (V H Domain) and a light chain (V L Domain). Therefore the skilled 
artisan cannot envision all the contemplated antibodies that bind to specifically to Tumor 
Necrosis Factor-alpha, as recited in the instant claims. 

26. Consequently, conception cannot be achieved until a representative description of the 
structural and functional properties of the claimed invention has occurred, regardless of the 
complexity or simplicity of the method. Adequate written description requires more than a mere 
statement that it is part of the invention. See Fiers v. Revel, 25 USPQ2d 1601 , 1606 
(CAFC1993). The Guidelines for the Examination of Patent Application Under the 35 
U.S.C.1 12, U 1 "Written Description" Requirement make clear that the written description 
requirement for a claimed genus may be satisfied through sufficient description of a 
representative number of species disclosure of relevant, identifying characteristics, i.e., 
structure or other physical and or chemical properties, by functional characteristics coupled with 
a known or disclosed correlation between function and structure, or by a combination of such 
identifying characteristics, sufficient to show the applicant was in possession of the genus 
(Federal Register, Vol. 66, No. 4, pages 1 099-1 111, Friday January 5, 20001 , see especially 
page 1106 3 rd column). 

27. V as-Cath Inc. v. Mahurkar , 1 9 USPQ2d 1111, makes clear that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the written description inquiry, 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons 
of ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath 
at page 1 116.). Consequently, Applicant was not in possession of the instant claimed invention. 
See University of California v. Eli Lilly and Co. 43 USPQ2d 1398. 



28. Applicant is directed to the final Guidelines for the Examination of Patent Applications 
Under the 35 U.S.C. 112, U 1 "Written Description" Requirement, Federal Register, Vol. 66, No. 
4, pages 1099-1111, Friday January 5, 2001. 
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29. The specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicant's cooperation is requested in correcting any 
errors of which Applicant may become aware in the specification. 

30. No claim is allowed. 

31 . Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Jo Ann Rinaudo whose telephone number is 571.272.8143. The examiner 
can normally be reached on M-F, 8:30AM - 5PM. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina Chan can be reached on 

571 .272.0841 . The fax phone number for the organization where this application or proceeding 
is assigned is 571.273.8300. 

32. Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Jo Ann Rinaudo, Ph.D. 
Patent Examiner 
12/08/2005 



CHRISTINA CHAN 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 
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Application No.: ^/#J7 
NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIONS CONTaInino 
NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE DISCLOSURES 

The nucleotide and/or amino acid sequence disclosure contained in this application does not 
comply with the requirements for such a disclosure as set forth in 37 C.F R 1 821 - 1 825 fnr m 
following reason(s) • «>raruie 

E7j 1. This application dearly falls to comply with (he requirements of 37 C.F.R 1 821-1 825 Anniiftaniv 
attention Is directed to these regulations, published at 1 1 14 OG 29, May 15, 1 990 and at55 FR 

□ 2. This application does not contain, as a separate part of the disclosure on paper copy a "Seau«i«A 
Listing' as required by 37 C.F.R. 1.821(c). h h«i copy, a bequence 

0 3 " srSfjL l!!^^ 006 USUn9 " ,n computor readab,e fofm has not . been «*m«tod as required by 

f-| A. A copy of (he 'Sequence listing" In computer readable form has been submitted. However fh* 
UJ con enlof the computer readable form does not comply with the requirements of 37 CF r 1 rp? 
and/or 1.823, as Indicated on the attached copy of the marked -up 'Raw Sequence UsOng.* 

□ S. The computer readable form that has been filed with this application has been found to be damaoed 
and/or unreadable as indicated on the attached CRF Oiskefte Problem Report A Subsffiute 9 
computer readable form must be submitted as required by 37 C.F.R. 1.825(d). 

□ 6 ' ]J e Pa?* COPY of the 'Sequence Listing' is not the same as the computer readable from of the 
-Sequence Listing* as required by 37 C.F.R. 1.821(e). - rme 

Q 7. Other ; . 

Applicant Must Provide: 

An Initial or substitute computer readable form fCRR copy of (he «fi<%ni ^ i m-.^ < 

0 IntoSp^Sn" 6 °° Py ° f (He " SeqU?nCe Uslln9 "' as we " as an *™ndment directing Its entry 

El «^2r^ (he 0001601 of lhe pap€r and compu(ef readable copies are the same and, where 

?S^ S(d"° neWmatler - as re « U,red by 37 C F a 1821 < 6 > or «210) or 1.821(g) oT 
For questions regarding compliance to these requirements, please contact: 
For Rules Interpretation, call (703) 308-4216 
For CRF Submission Help, call (703) 308-421 2 
For Patentln software help, call (703) 308-6856 

PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR RESPONSE 

« --■» 

I 

COPY FOR ( ] File ( ] Applicant 



